OCT, 24. 2003 3: 12Pn 



609 252 4526 



NO. 466 P.l 



Bristol-Myers Squibb Company 



Patent Department 



DATE: 
TO: 

FACSIMILE NO.: 
FROM: 

TELEPHONE NO.: 
FACSIMILE NO.: 
COMPANY: 
Number of Pages: 



FACSIMILE TRANSMTTTAL SHEET 
October 24, 2003 
Abdel A. Mohamed 
703.872-9306 
Laurelee A. Dimcan 
(609) 252-5323 
(609) 252-4526 

Bristol-Myers Squibb Company 

(including cover sheet) 



If you do not receive a complete fax, please contact Tina Markee. 
Telephone: (609) 252-4300. 



COMMENTS: 



RECEIVED 

CENTRAL FAX CENTER 

OCT 2 4 2003 



VS. S,N, 09/905^35 
Our docket: LA24B Contl 



7ft/ ((ocumMi ccntoffts friviU^etCcBeni-aitOTnmf cammuwatimi- ^ infcmation is mtauCtdto it, for tfUustofi/U 
iuCihssee onJif. If you mnottftjc aMrissu, nott thett any dxsdosuit, coptp (^triSnHm crust cft^ contents of iku 

IfjfeU' fmvc received tfiis message in error, please nctifif tfk smdtr of tJis error aruCdeltU tRc tmss(yt^ Ifurnkjijou. 
CONFIDENTIALITY NOTICE - This document is intended only for the 

persoii(s) named in the message header. Unless otherv^e indicated* it oontaiiAS information that is 
confidential, privileged and/or exempt from disclosure m^der applicable law. If you have received 
this message in error, please no^ the sender of the error and delete the message. Thank yon. 



Received from < 609 252 4526 > at 10124103 3:14:36 PNI [Eastern Dayligtit Timel 



OCT. 24. 2003 3: 12PM 609 252 4526 



NO. 466 P. 2 



BY FACSIMILE 



CASELA24BContlNP 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
IN RE APPLICATION OF 



Robletal. Examiner: Abdel A, Mohamed 

APPLICATION NO: 09/905.235 RtUnit: 1653 

FILED: July 13, 2001 

FOR: METHOD FOR TREATING ATHEROSCLEROSIS EMPLOYING 



RECEIVED 

CENTRAL FAX CENTER 



AN aP2 INHIBITOR AND COMBINATION 



OCT 2 4 Z003 



Assistant Commissione; for Patents 
Washington, D,C. 20231 




RESPONSE TO RESTRICTION REOUIREMENT 



Sir or Ma'am: 

In response to the restriction reqirirement dated September 24, 2003 having a shortened 
statutory period for reply due on October 24, 2003, please enter the following amendments and 
consider the remarks below. "Amendmexits to tiic Claims'' begins on page 2 of this response and flie 
"Remarks" begin on page 19. A copy of the provisional election (and postcard) mailed August 8 
beings on page 20. 
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, T>)i3 Uirfcn^ oV Gicuvns .^U rc^v^;^ prior vcr3;oj73, 

Oy'^C^KXxS)'^ method for treating atherosclerosis which 
comprises adninistering to a mainmalian species in need of 
treatment a therapeutically effective ainount. of an aP2* • 
5 inhibitor • _ 

«?.COr'^\nCt"^ V-"^^® ^^^^^^ defined in Claim 1 wherein the aP2 
inhibitor binds to the aP2 protein and inhibits its 
function and/or its ability to bind free fatty acids, 
3 C^fC>J^OCi5^u/^cn6iO^'^^^ method as defined in Claim 1 whexein the zP2 inhibitor contains a 
hy<frogen bond donator or acceptor gronp and interacts directly or through an intervening water 
molecule either by ionic or hydrogen bonding interactions, with one, two, or three of the three amino 
acid residues, designated as Arg 106, Arg 126 and Tyr 128 In human aP2 within the aP2 protein (SEQ 
1DN0:1). 

^ X0c^'^\OcS):T'h^ method as defined in Claim 3 wherein the 
hydrogen bond donator or accept:or group is acid in nature • 
(jC^^^^C^'^cyy^^^ method as defined in Claim 3 where said aP2 
inhibxtor contains an additional substituent which binds to 
20 (in) and/ or interacts with a discrete pocket within the aP2 
protein defined roughly by the amino acid residues Phe 16, 
Tyr 19, Met 20, Val 23, Val 25, Ala 33, Phe 57, Thr 74, Ala 
75, Asp 76, Arg 78 in human aP2 . 

^'-LCT'^iO^^l'^^^ method as defined in Claim 5 wherein said 
25 additional si±)Stituent in said aP2 inhibitor is hydrophobic 
in nature. 

J.COr'^^i^y^^^^ method as defined in Claim 5 in which the 
through space distance from the hydrogen bond 
donor/acceptor group and the additional substituent group 
30 in said aP2 inhibitor is within the distance of about 7 to 
about 15 Angstroms, 

^((Pn^lVViLV. method as defined in Claim 1 wherein Type II 
diabetes is treated. 
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The method as defined in Claim 1 wherein the aF2 
inhibitor is einployed in the form ox a pharmaceutically 
acceptable salt thereof or a prodrug ester thereof • 
/6.^^y^^xS) : The method as defined in Claim 1 wherein the 
5 aP2 inhibitor includes an oxazole or analogous ring, a 
pyrimidine derivative or a pyridazinone derivative. 
//. CSri^Crv^^'T^^^ method as defined in Claim 10 wherein the 
aP2 inhibitor is a substituted benzoyl or biphenyl*2- 
oxa2Dle-alkanoic acid derivative, an oxazole derivative, a 

10 2-thio-4, 5-diphenyloxazole S-derivativa, a phenyl- 
heterocyclic oxazole derivative, a diaryloxazole 
derivative, a 4 , 5-diphenyloxazole derivative, an oxazole 
carboxylic acid derivative, a phenyloxazolyloxazole 
derivative, or a 2- (4, 5-diaryl) -2-oxazolyl substituted 

15 phenoxyalkanoic acid derivative . 

ia ^Ct*(^|/)£^l^:The method as defined in Claim 10 wherein the 
a?2 inhibitor is a 2-ben2yloxypyrimidine derivative, a 
dihydro (alkylthio) (naphthylmethyl) oxypyrimidine derivative, 
a thiouracil derivative, or an a- substituted pyrimidine- 

20 thioalkyl or alkyl ether derivative. 

)-S{i?r*j5^r*d"^-'^-^^ ^^^^^^ defined in Claim 10 wherein tlie 

aP2 inhibitor is a pyridazinone acetic acid derivative* 

'H* C Vrvftjxtei^"'^"^^ method as defined in Claim 10 wherein the 

aP2 inhibitor is 
25 ( ' l) a oubotitAa^tt d benaoy^ r bongcnc e r- - biphcnyl - alk a n oxig 

ac id . d » r - Avativ e having the - DtruGturia ? 

5 ft"(OIIj)nO 5 

vtf hQr o iR 

A is a group having- the - joymul ^ 



30 





r2 

vf hcrcin 



R3 



3 
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II 




NH — 1^ 



■ ^emd ar e identioD.1 or difforont and g e py o s ft aU ar - 
S - hyd - cogon atoift—or an a.lkyl -. rAdi&a l co n taining . 1 ■ or - a ^- carb^ — 

a n d R j ! A flent ica l or . di fferent nnf i . rf^rrefsent • 

hydrogon " ^g h a log e n a teoros oar » lkyl o Ky ygid i <s»l s in which the - 
all^l po ag- tdon contain s 1 t o 4 c a rto o n a toroc in a s tr a igh.t or 
10 j oronohed chain - j — and 

" (Ill) a ■ Uhio J . » 4 , S- di ph c nylc i j e a'g o lo g dogiv&t^iva g 
which hav e.- uhe st^ruc'bur e — - 
XXX 

C N 

4^ 



15 CeSp^ 



wlievgJ- ' a ! T v is 0 , — I or 2, — u ib 1 aulI R reprege ntg nydroxy, 
alkoxy. ox amino, — and pharmacoutically acce p table addit ron 
salfeffl thereo f; 

— a - gc4 - c deriVttbt - ivcc of the otmoturc ^ 

20 rv 




w h e r e in - Ri io carboxy - l . ■■■ Q . atQrifiad - cayboxyl o r- tJ Lhy r 
g t inctLionally modii^iQa cayboxyl -^y o up ' ; and R^ - <=taah eiirft — • 
ayyl - of up t o 10 eagtoea ate ^ m s ; — A - i g - G^II ^ h " ^^ ' ^^^^^ ^ 

25 int: e ge - r from 1 to 10, — inolugivo; — and Z - io - 0 or -B- , - and 

phy aioL ogiQally aocoptab l o nalta -t her a of 7 
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have the stjragtuj ?^ 
V 




•R^ — ia Pli oar Tli, 

ic 



E 
I 



-r 



10 



■ R^ ia il, — or Gi Cq - - loweg - all ' iyl ; — • 
- or yharmaq e wticaXly attcopfaato J lo g ai t thojroo5 ; 

— diaaP t rl o ;^ g Lgoli& darixratv - ivas hewing tho ocructurc 

vx 





R3 



15 wh e r e an Ac g a g b oxiir oE - prot e ct a d car bo wiy, 



ftJ^ — ic low e- r alkyl e n s, 



6- 
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Z is 

_ - J;=t- — 

^> — SI — ^ — s — — or — -o— ; 

— ia tiydarogen, — lower ■ al ' lcyl — or - ph - ony^ -; 
is hydrogen or lowoir - - alkyl ; or — 

and r2 taken t o geth e r fozro a b e nz e n e -H^ag-? — wi - th - 
UhD proviso that -wtrogi - X ia — N — ; — Z is oth e r — tlia iT" — ' 



^ is hydirogeil or l o w e r alkyl ; 
" n io 1-3 1 ' 





^ CHCO— Y 

O 

15 wliftrain 

Y io OR f ^ or lT(OH)Rg; 

■ R^ and - n*^ arc caah/ — i nd e pendent l y-? — hydrogp-n o r lowo^r 

^ alkyl, 

■ R^ in hydgQ gen - ," -halo or— tiltro; 
20 -R ' Z-ig 

-4 



:;h coqr^ — ; — cgtr ro H^ g w h ^ — ciiaf - ( o g »- eR ^ 

,r 8 . h if ... f j 



. „ - II 
^^CTWHC^nc* — ' en d^ o n — — cBCW(o g )R^ 

OH K' 

25 e- r a plaaOTiacQ logica l ly Rc c ^ gpt;i^bl^ ^^ I ts tlagr^O ^ i;; — 

('II) oxQgQlo darlTOtivGO vfhich havo - tha - struofcu^ e 
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io bond- or lo^rog al)<y i ^iic and 




(in - which - ^^^^^ — io cyc -fc o (lowfti r ) alkane ol * 

O QQh of which may havGr - cuitabl - o au te ctitucnt (d) ) ; 
(■ VIX) — 4; 5-diph # ny lg>s « i solo dqrivafeivqg having t i be - 
gybruGturo • 



- VIIA 



P3i 




10 CO2R 
w herein 

ia n 03 f Ci C5 lowQjT aljry^'l/ 
< X ■ iff N . or C Hr 

Y - ic or CQaR ^ j — or CQR ^ > — pgQvidcd LliatL w hen x rxs CH, 
15 i a tio e H, 

SV" — i9 - €> T- C -5 lower a - lky - 1 -; — or phcnylm<athyl ; — ftftd ' 

^n"^ ia Ci Gb ftlJ c yl ' / " 
- - ^a -S B 




-o 

20 ' Wheroin 

R io H or - Ci 'Cj Iwcr all^yl. 



7 
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— (Cll2)ji para ftr 'nvcta gubnticutQd phenyl 
wheroln th e subatit t iGnt ig ■ 011'^ , 
R"^ Ls Qi Ql, - allgyl, cmd - 

; n is an in - feegcr - oig d - to 8, 

5 and phaynacoutzico-lly aGcoptobilG salta eh eg cof ; 

(T/x . T . j;) — o ^g agolo oarbojt^^liG acid <iGgivativeg he-via g 

t rho D - tjTUQturO 

vjxx 




Y Luid a aro indapiand e ntly hydrogon o r tQgcrht?r fnm a 
■ a. b o nd, 

15 Tl and xO — e trc indcpondontly o r togotlnQr — — 

^X ^ C; lower allrp , rl,- ■■ 

R"^ and R*^ — a^s^e — i - H^op e ndentXy or- cc r rgther H, g>r Cj-Cs- 

' lower allcyl; 



^otrruoturo — 




25 
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Y i - ^ - Clljv — ^fe — e > g on, - pfo^ ^ a r ^ed that whon Y is OII^ — ti» 
c oaftg>ot ! ind g xiata in the kefco enol fcautaumeriam foim — • 



15 



20 



V 

OB 



io H <sy Ci - Cs lower al]^ ^ !; ' 
r 5- is H or - CHa; Rg is OHCHN - or H2Wf aj;^ -^^ 
■r' ? la II or Olh 
10 or pharmaceutically acaoptablQ salt thereof; * 

— 2 - (4, 5 - diaryl) — 2 - oxa - gQlyl aubQ^ltuted — - 
p]nag^03cyal]<ai%0ka aoidis aji < a Qacega having fch e strucuto - tj 

«?E 



fwhejTcin n ir; 7 — ■? and. R ia h^^dr e gen os." — l o v e i * gilkyl ; — oi * vj jr i en 
R. is hydruT^ n n , — ^i^^a al k al i . ir >e t al s alt: thgrpcof ) , 




1 -i-y— cojjii 
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B e - jp ■■ hy d aro r y q n> — Low ^ y alkyl or together with C O 2 i a 

/X ic a div a- lont GonnoGting group pgIgc ted ■ from - - th e 

^§f aroup ccngi s tiag of CB ' ^Cllj,, CH-GH, and 

5 io a. div er l - cntj QDtmQc - t.ing o^roup - attcichQd fao the 3 

o r d - phony 1 position gci - CQtcd from che ggeup - ssginsib. - tiii g u£ — 
Q Cll^j Cri^GII - ^ an d CH-GH , 

or wh ^ n K2 is hydrogon^ — ctfi al k e i li metal salt QiBrenjl T 
(^X^-) — s^ toc - titutQd 4,S diar:y'l lieter oc yclefei Uciviug — the — 
,10 £o3?m\ila 




Ar- 

<LTa which — 

^ ach '- ggBup Ar ig — tho Dcane or diffcrsiit eaxd is 

15 opt ion a ll y gu l ?gtitiu » q ph g ny J t or oooionally gu} s 3 - Eifeuted ^ 

ke ^oroarT^^l ; 

■ K ig nitrogon or CI^ ; 

Y- i3 nitrog e n. lHClU)ii^ 02: C( - CH2)ftA : 

Z—jrg— nitrogen . — ovygg ^^ or- (CIX ^) ^ . ^^ ^ ^-nr^ rhta* rlrtf- tif^f^ ^ 
20 lar n"e indicates - 4::he .^ op^ional pr e s e nce of a doublo bond go ao 
t o -. sorj A— 51 — fully unoacurat -e d h^t e g ec y^ i lic ringv 

.. R^ ic hydroge an — Cii*ualie%^l , — op- Li u imiry auLsuiuUC Hd 

p lb^nyl^ 'or optionally gubatitunftd- h ft r. ft a. ' 0&ryl ; 
n-i - B — 4 — to 12 — oHi^ - ■ 
25 A is Qg a- ggg-up h i yqg fP lysg . b'lo to C02fer 

&- fc Q t;ra3olyl; g OjH, g(0)(0R)2/ T ' {0)iCn)^, ol - r(Q) (R)(OR) lu" 
which n ±a hydrogen or Ct-<ia - l]cyl , — or a p^Harmac e utically - 
ptabl<5 ' 3Qlt thsgg of : 

(KID ooinpoun<te — whiGh-hav e th g struotur-o 

30 XXX ' 

f 



^ tfhoro X Id O or G t 




lo 
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15 



20 



25 



Kx' jg - H - f phonyl o y - pbanyl subcfcitut aca with Cl og^ 
Hs r W al]cq:? c y, 

■ R2 . - ip - — alJcyl, p h enyl or pbonyl a iibs tainted with F> 
jOl or Dr - or allcoscy^ - ond 
5 io H cr allc^'^lr 

( 3t - >TX) S - bcnaylo^cypyi ri micline dcyivatlveg "having th e 
£ol 1 ov^ying^ tir uetur e 
^ XIII — 



.0 O ~ 



10 vhoroin 



li^ — C;;nd - U^ - ogft oaeh ■ i n dependur r Lly - - H . — a hal og e n, 

. a - jrk^Tiyl , C^, - C4 al3cQ3cy, Ci C4 hLrlft . a.lkoxy , alke tt yl o x y, 
C5 allrmylojQ;-; Ci ■ 04 alkylthio, — o g ^g/heriyl, wlLtT the " 

n. ig an infecgcr a fi 0 to 5 - , — ctnd — ^ 

e ach ^ wh i ch may be - idontical og ' dirlBH i ^aL il: il xa 
g TK^eer than I , ic a halogen r Ox C4 alkyl r; — Gi - C4"l - ialu j ilkyl , 
Ci C4 alkojcyj — Ci-Ct^ aJ.ta'^lbMGi — C^ ' Cg - aral Jc ^'-loxy ? — phenyl > ■ 
hydros t^rmcithyl i — hydrox>^carb o nya n — & x C4 allcexiy^OL iAlj onyl , az" 

(XIV ^ — a Higfeydx?o - ( - alkylthio) ■ ( n apht - hylmethyl) ■ ' 
o K - op2 y nrimidinGC wh i /sa h » v Q the stgv i& fcug as 

XIVA 




083 
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■ XXVB - 

o 




7 X^S 

x - xvc - 




5 ^ 




10 n.^ * Ilr gtii, — includiiag Lautcmer s c^f the aibo ve; 



Received from < 609 252 4S26 > at 10124103 3:U:36 PM [Eastern Daylight Time] 



OCT. 24. 2003 3J15PN 609 252 4526 



NO. 466 P. 



■ ( " 3^1 4 a- substituted pyrimidine-thioallcyl and 
alkylether coit^ounds which ha.ve the structure 
X7I 



Rl3 ^2 



m 



where ift is 0 or 1; 

is selected from -COzR-ss* -CONR54R55/ 



Rao 



Rao 




Rao 




R24 



Where s is 0 or 1, and Hoq, R2I' ^23* ^24 r and R25 are 

10 the same or different ^nd are selected" from -H, Ci-Cg 

alkyl, Ci-Cg alkenyl, Ci-Cg alkoxy, Ci-Cg allQ^lthior C3-C8 
cycloalkyl, -CF3, -NO2/ 7halo, -OH, -CN, phenyl, 
phenylthio, -styryl, -COT^RsTT. -CON(R3i) (R32) , -C0(R3i); - 
(CH2)n"N(R3l) (R32) ^ -C(OH) (R31 (R33) r - (CE2 ) (R31) (CO(R33) ) , 

15 (CH2)nN(R3i) (302(^33)). where R20 ^r.<^ ^^2i. or R21 ^22/ 
or R22 and R23 caken togenher to form 2. five or six- 

luertibered saturA-ed or unsaturated ring containing 0 or 1 
oxygen y nitrogen or sulf\ar, A'^here che unsaciirated ring may 
be optionally soibstituced with 1, 2 or 3 , Ci-C^ alkyl, Ci- 

20 Cs dlkoxy, -OH. -CH2OH, -(CH2)n-^^(T^3i) (R32) . -C^-Ca 

cycloalkyl, -halo, C02(R3l), -CON{R3i) (R32) , "CO(R3i), 

-(CH2)nN(R3l) (C:0(R33) ) . - ( CH2 ) ( R31 ) (S02(R33))r "CN, --CH2CF3 
or -CH(CF3)2f or phenyl and the saturated ring may be 
optionally substituted with 1. 2 or 3 , -Ci-Cg alkyl, -Ci-Ce 

25 alkoxy. -OH, -CH2OH or - (CH^) n'N (R31) (^32) or one 0x0 (=0) ; 

where n is 0-3 and R31, R32 and R33 are the same or 
different and are selected from 

Ci-'Ce aikyl. 



13 
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phenyl optionally substituted with 1, 2 or 3 -halo, 
Ci-Cg alkyl, Ci-Cs alkoxy, -CF3. -OH or -CN, 

or where R31 and R32 taken together with the attached 
^itrogen to form a ring selected from -pyrrolidinyl, - 
5 piperidinyl. -4-inorphQlinyl, -4-thioinorpholinyl, -4- 
piperaainyl, -4- (l-Ci-C^alkyDpiperazinyl, or a member 

selected from 

1-cyclohexenyl , 2-pyriiaidinyl, 4-pyrimidijiyl , 5- 
pyrimidinyl , 2-imidazolyl . 4- imidazolyl , 2-ben20thia20lyl , 

10 2-benzoxazolyl, 2 -bens imidazolyl, 2-oxa2olyl, 4'-oxazolyl, 
2-thiazolyl, 3-isoxazo ly 1 / 5 - i s oxa z o ly 1 , 5 -me t hy 1 - 3 - 
isoxazolyl , B-phenyl-^S-isoxazolyl, 4-thiazo"lyl , 3-methyl-2-- 
pyrazinyl, 5-methyl-2-pyrazinyl , 6-methyl-'2-pyra2±nyl, 5- 
chloro-2 -thienyl , 3 -f uryl , benzof uran-2-yl , benzothien-2- 

15 yl, 2H-l-ben2opyran-3-yl, 2 , 3-dihydrobensopyran-5-yl, 1- 
methyl imidazol -2 -yl , quinoxalin-2-yl , piperon-5-yl , 4,7- 
dichlorobenzcxazol-2-yl, 4, 6-dimechylpyrimidin-2-yl , 4- 
methylpyrimidin-2-yl , 2 , 4-dimachylpyriinidin-6-yl , 2- 
methylpyritnidin-4-yl, 4-methylpyrimidin-6-yl, 6- 

20 chloropiperon-5-y 1 , 5 -chloroimidazol [ 1 , 2 -a ] pyridin- 2 -yl , 1- 
H-inden-3-yl, l-H-2-methyl-indan-2-yl , 3 , 4-dihydronaphth-l- 
yl , S ' 4 - i s opr op eny 1 cy c 1 ohexen- 1 -y 1 or 4 - dihydr onaphth^ 2 ^y 1 ; 

where R^s is selected from. -H, Ci-Cgalkyl, C3- 
Cecycloalkyl , phenyl (optionally substituted with 1, 2, or 

25 3 -halo, C1-C5 alkyl, Ci"C$ alkoxy, -CF3/ -OH, -CN) , or a 
five or six-membered unsaturated ring containing 0 or 1 
oxygen, nitrogen or sulfur, where the unsaturated ring may 
be optionally substituted with -H, C3.-C5 alkyl, Ci-Cg 
alkoxy, -OH, -CH2OH, or - (CH2 ) n'N (R31) C^^32 ) ? 

30 wher« R54 and R55 being the same or different are 

selected from -H, Ci-C§ alkyl, allyl, or phenyl^ (optionally 
siibstituted with 1 / 2 or 3 -halo, Ci-Cg alkyl, Ci-Cg alkoxy 
or -CPs) , or taken together with the attached nitrogen to 

form a ring selected from -pyrrolidinyl, -piperidinyl r -4- 
35 moiipholinyl, -4- thiomorpholinyl, -4-piperazinyl, -4-(l-Ci- 
Cgalky 1 ) piperaz iny 1 ; 
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R41 and R42' being the saiae or different, are 
selected from and C1-C4 alkyl; 

R12 is selected from -H, Ci-Cg alkyl, -C3-C6 
ycycloalkyl. -CN, -CCOjNHo, -C{0)N(Ci-C6alkyl) (Ci-Cealkyl) , - 
5 CO2H, -002 (Ci-Cealkyl) , -CH2OH, -CM2NH2 or -CF3; 

Rl3 is fislected from -K, Ci-Ce alkyl or -CF3; 
Y is selected from -S- , -S(0)-, -3(0)2/ or ~0-; 
R4 is -OH; 

R5 is selected -H, -C2H4GH, '-C2H4-O-TBDMS, halo, -C3- 
10 . C6 cycloalkyl, C1-C3 alkoxy, -CH2CH2CI or C1-C4 allcyl, with 
the proviso that R5 is not isobutyl ; 

orr when is hydroxyl, R4 and R5 are taken together* 
to form a five or s ix-memaber ed satxirated or unsaturated 
ring which together with the pyrimidine ring form the group 
15 consisting of 7H-pyrrolo (2 , 3 -d] pyrimidine, 5 , ^^dihydro-TH-- 
pyrrolo [2 ^ 3-d]pyrimidine. furo [2 ^ 3-djpyriJinidine, 5,6- 
dihydro-furo [2, 3-dlpyrimidine, thieno{2 , 3-d]pyrimidine, 
5 , 6-dihydro-thieno [2 , 3-d] pyriJttidine, iH-pyrazolo [3,4- 
djpyrimidine, IH-pirrine, pyrimido [4 , 5-d]pyrimidine, 
20 pteridine, pyrido (2 , 3-d]pyriniidine, or qainazoline, where 
the unsaturated ring may be optionally substituted with 1, 
2 or 3, Ci-Ce alkyl Ci-Cg alxoxy, -OH, -CH2OK, or -(CH2)n- 
N(R3i) (R32) , -C3-Ce cycloal3<r/^l, -CF^, -halo, -C02(R3i), - 

CON(R3X) (R32> . -CO(R3a), - (CH2 ) nN (R3 1 ) (CO {R33 ) ) / " 
25 (CH2)nN(R3i) (S02(R33))/ and the saturated ring may be 

optionally substituted with 1, 2 or 3 , -C1-C6 alkyl, Ci-Cg 
alkoxy, -OH, -CH2OH, or - (CH2 ) n-N (R31) (R32) or one 0x0 (wO) ? 
and 

Re is selected from -H, -OH, halo, -CN, -CF3 / - 
30 C02(R6i). -C(0)Rei or -C(0>N(R6i) (R52) where Rgi and R62 are 
the same or different and are selected from 
-H, 

Ci-C^ alkyl, 

phenyl optionally substituted with 1, 2 or 3 -halo, 
35 G1-C6 alkyl, G1-C5 alkoxy, -CF3, -OH, -CN, 

or where R^i amd Rg2 taken together with the attached 
nitrogen to form a ring selected from -pyrrolidinyl, - 
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piperidinyl, -4-iaorpholirLyl, ' -4-thioinorptiolinyl, -4- 
piperazinyl, or -4- (Ci-Ce alXyDpiperazinyl; 

plianiiaceutically acceptable salts > hydrates, N- 
^ oxides and solvates thereofg]^ ^_ 
( XVX - I) Gompoundij which have tho ct i ructettrgi 



C00R5 COOR5 




■ ajr]<yl can include ag sutjntituont - s halogw; — GP3 > — CH^Q^ — GHsS; 
10 VSO2 / — or Rl and with - tho carbons - feo - which nhey — • 

Hi and n.2 foarra a Cj ^ C? non * agQinatl . c - ring^ , — or a . — 

hetorocn i '-Glo which oan b e p2irr i c\ i ne . — p:^n^a7:in(P, pyrlmi ti-ine,, 
pyri - daainc -; — indol ; — or pyra - go - lo, — or an oKy ge sn (^o j iiuainii ig' 
15 h » tjoroc?^^clo - - which can be pitman og fur - any — or a culfur 
c ontaining ■ hGtcroGyclo wfa - ioh - oon toq tih>d , 4>g > yr - an ^ , — or - - ■ > 
tfe iophc n c / — tho hQt.QrQcn, r clee b e ing optional ly .- g\ ib st i ti , it ^d 
witsh hoXog a n or alky l, 

• R3 and - R,; a g e — i^ lfeyl , — halog e n , — — ^a^ O, 011^3 ux. 
20 ^ f02 Or 113 and with the QQgto e Rs tt o which- th e y aar e^ 

^taohod oon f ogm - ^ - mcthylenedioxy group 1 
- Rlj ia II, — attd — 

g ici a hQtQg<»<sy - c^e - Vfh - >C ' h c&n-3 ae pyr-id i n g^ — ish i azol^ , 
b e tt-COLhiavL o la -; — bonnimidagolo or- quinol ai n e, whi q h S group - 
25 cg fe n - optionally be cubctitutod with h alo g e n or alky - l i 
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/i,^iJp'l'V\lp^ia^^):A pharmaceutical combination comprising an aP2 
inhibitor and another typa antiatherosclerotic a^gent, 

/^UVM/vircM^^^^® combination as defined in Claim 16 wherien 
the other antiatherosclerotic agent is an MTP inhibitor, an 
5 HMG CoA reductase inhibitor, a squalene synthetase 

inhibitor, a fibric acid derivative, other cholesterol 
lowering agent, a lipoxygenase inhibitor, an ACAT inhibitor 
or a PPAR a/y dual agonist, 

l^{UiVr)(iiftX^\ :The combination as defined in Claim 16 wherien 
10 the antiatherosclerotic agent is pravastatin, lovastatin, 
simvastatin, atorvascatin, cerivastatin or .f luvastatin* 
l\C)/Oi\^\^^^^f''^^^^^ combination as defined in Claim 16 wherein 
the aP2 inhibitor is present in a weight ratio to the 
antiatherosclerotic agent within the range from about 0,01 
15 to about 100:1. 

fPO^t^6sc^'-^^ method for treating atherosclerosis which 
comprises administering to a mairanalian species in need of 
treatment a therapeutically effective amoimt of a 
pharmaceutical cojnbination as defined in Claim 16. 

20 
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REMAJRKS 

The Examiner alleges that the claims of this application recite 2 separate classes of invention 
which arc related by combination (Group II - claims 1-1 5) and subcombination (I - claims 1 6-20) 
and requires that the Applicant elect one of these classes for prosecution. The Examiner further 
Applicants to Election a species from restriction/elections requirements previously entered in the 
parent application, U.s. Serial No. 09/390,275. 

Applicants have already chosen a group and species in a proxdsional election mailed August 
8,2001, A copy of this election and postcard are included at the end of tbds amendment In brief, 
the election v^as worded as foUoAvs: "Based on the Restriction/Election requirements previously 
entered in the parent application U.S. Serial No. 09/3905275, Applicants herein provisionally elect to 
prosecute the invention of Group I (claims 1-15), and further elect the species of Group XVI, with 
the ultimate specie being: 



Applicants submit that Claims 1-10, 12, 14 and IS read on the elected species.'' This election is 

herein re-affinncd and Applicants request that the Examiner act on this election. 

Applicants also traverse the restriction requirement for the following reason. Groups I and II 

would not require multiple searches, but only a search on an aP2 inhibitor, the concept commoxa to 

botli the method and pharmaceutical compositions of Groups I and 2. Accordingly, a search on all 

the claims would not be unduly burdensome, MPEP § 803.01 addresses this situation as follows: 

[If] the search nnd exnmlnafion of an entire application can be made without serious 
burden, the examiner must examine it on the merits, even though it includes claims to 
independent or distinct inventions. 

Accordingly, Applicants believe the entire application should be searched. 



OH 




O 



Respectfully submitted, 



Bristol-Myers Squibb Company 

Patent Department 

P.O. Box 4000 

Princeton, NJ 08543-4000 

609-252-5323 

Date:October 24, 2003 




Attorney for Applicants 
Reg. No. 44,096 
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CENTRAL FAX CENTER 



OCT 2 4 2003 
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CERTIR ATE OF MAILING 

i hereby certify that Ihls paper ^tlong wtth any paper reforrad to as being attached or enclosed) Is being deposfted wfth the Unrted 
States Postal Service on the dais shown below with sufficient poatage ad first cfa» mail In an envelope addreasdd to the: A^'stant 
Commissioner for Patents. Washington. O.C. 20231, 



Ronald Hermengti 



Type or print name 



signature 



Auflu3ta.2O01 



Date 



IN THE UNITED STATES PATENTT AND TRADEMARK OFFICE 



Examiner: Not Assigned Yet 



IN RE APPLICATION OF 
flOBLETAL 
APPLICATION NO: 09/905,235 
FILED: JULY 13. 2001 

FOR: METHOD FOR TREATING ATHEROSCLEROSIS EMPLOYING AN 
AP2 INHIBITOR AND COMBINATION 



RECEIVED 

CENTBALKAXCEMTER 

OCT 2 4 2003 

OFFICIAL 



Assistant Commissioner for Patents 
Washington, D.C. 20231 

PROVISIONAL ELECTION OF SPECIES 

Sir: 

Based on the Restriction/Election requirements previously entered In the parent application 
U.S. Serial No. 09/390,276, Applicants herein provisionally eleot to prosecute the invention of 
Group I (claims 1 -1 5), and further elect the species of Group XVI, wfth the ultimate specie being: 




Applicants submit that Claims 1-10, 12, 14 and 15 read on the elected species. 



Respectfully submitted, 



Bristol-Myers Squibb Company 
Patent Department 
P.O. Box 4000 
Princeton, NJ 08543-4000 
(609) 252-5781. 
Date: 



Ronald S. Hermenau 
Attorney for Applicants 
Reg. No. 34,620 
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